W e welcome the effort by Andrade et al. to investigate the net clinical benefit associated with vitamin K antagonist (VKA) treatment according to the specific risk factors added by the CHA 2 DS 2 -VASc to the CHADS 2 score (vascular disease, age 65-74 and female sex). 1 We do, however, have some concerns.
First, the authors used data from the now historical NRAF II cohort dating back to more than 15 years ago, which may have non-contemporary rates of thromboembolic events and bleeding. The high overall rate of bleeding of 21.1 per 100 patient-years during VKA treatment in this relatively low bleeding risk population (aged 65-74 years without heart failure, hypertension, diabetes, or previous stroke) raises concern about the quality of anticoagulation control, as reflected by time spend in the therapeutic range (TTR)-and these data are not available. Warfarin should be the drug of choice for stroke prevention only in patients expected to achieve a high TTR of >70 %. 2 Otherwise, the non-vitamin K antagonist oral anticoagulants (NOACs) are the preferred first line agents.
Indeed, the use of NOACs may result in a net clinical benefit for patients whose annual risk of stroke is as low as 0.9 % 3 -these rates are substantially lower than the ischemic stroke rates of 2.9 per 100 patient-years observed in the NRAF II data set. Hence, the authors neglect the impact of the NOACs, notwithstanding their 'old' data, which are not reflective of modern management of atrial fibrillation. 4 Also, 34.3 % of the CHADS 2 =0 patients were on concomitant treatment with aspirin. How many of the CHADS 2 =0 patients on warfarin were using aspirin concomitantly? The combination of aspirin and VKA is generally not recommended in patients with atrial fibrillation, as it increases the risk of bleeding with no further reduction of the thromboembolic burden. 5 This may have inflated the number of bleeding events attributable to VKA treatment in the study by Andrade.
Second, the authors conclude that adherence to guidelines would entail that 'rates of hemorrhages would rise without a significant reduction in stroke equivalents'. Their main conclusion is based on data with very few events (only one intracranial hemorrhage and nine ischemic strokes), potentially leading to imprecise estimates of event rates.
We suggest that the authors temper their conclusions based on underpowered historical data, potentially limited by concomitant aspirin use and no information about warfarin compliance and TTR during follow-up. Continued investigation into the net clinical benefit associated with anticoagulant treatment across specific risk factor categories is important.
